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3) 0 Since this application Is in condition for allowance except for formal matters, prosecution as to the merits is 
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?)□ Claim(s) is/are objected to. 
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9) n The specification is objected to by the Examiner. 
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If approved, corrected drawings are required in reply to this Office action; 
120 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 
1 3)n Acknowledgment is made of a daim for foreign priority under 35 U.S.C. § 11 9(aHd) or (0- 
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DETAILED ACTION 



1. Applicant's amendment, filed 5/503 (Paper No. 20), has been entered. 

Applicant's amendment, filed 8/7/03 (Paper No. 22), has been entered 
Claims 50, 53 and 57 have been amended. 
Claims 1-49, 51-52, 54-56 and 59 are canceled. 

Claims 50, 53 and 57-58 are under consideration in the instant application. 

2. The text of those sections of Title 35 USC not included in this Action can be found in a prior Actfon. 
This Action will be in response to applicant's amendments, filed 5/503 (Paper No. 20) and filed 8/7/03 

(Paper No. 22). 

The rejections of record can be found in previous Office Action (Paper No. 19). 

3. Formal drawings submitted 5/5/093 comply with 37 CFR 1 .84. 

4. Upon reconsideration of applicant's arguments, filed 5/5/03 (Paper No, 20), the previous rejection under 
35 U.S.C. § 102(e) as being anticipated by Ledbetter et al. (U.S. Patent No. 6,010,902) has been 
withdrawn as the referenced heteroconjugates or bispecific antibodies comprising antibodies are 
distinguishable from the claimed agents / antibodies covalently attached to a solid surface. 

5. Claims 50, 53 and 57-58 are rejected under 35 U.S.C. § 103 as being unpatentable over Ledbetter et 
al. (EP0440373; 1449, #A2) in view of Ledbetter et al. (U.S. Patent No. 6,010,902) and Chang (U.S. 
Patent No. 6,129,916; 1449) essentially for the reasons of record. 

Applicant's arguments, filed 5/5/03 (Paper No. 20), have been fully considered but are not found 
convincing essentially for the reasons of record. 

Applicant is reminded that essentially all that is required is that an anti-CD3 antibody and anti-CD28 
antibody are covalently attached to the same solid surface in methods to induce ex vivo proliferation of a 
population of T cells. 

Applicant asserts that Ledbetter et al. (EP0440373) teach methods of potentiating the development of 
CD3-independent cytolytic activity, with antibodies wherein both are soluble or one is immobilized and the 
other is in soluble form, which is distinguishable from the instant methods wherein both antibodies (e.g. 
anti-CD3 and anti-CD28) must be immobilized on the same surface. 




Serial No. 09/350202 
Art Unit 1644 



-3- 



As pointed out previously, Ledbetter et al. (EP0440373) teach methods of activating T lymphocytes 
with immobilized anti-CD3 and immobilized anti-CD28 antibodies, including whole antibodies, where the 
anti-CD3 antibodies are immobilized on the solid supports, including Sepharose beads and the anti-CD28 
is cross-linked by a variety of means, including immobilized to plastic surfaces (see entire document, 
including Contact with CD3 or CD28 Antibody and Crosslinking on page 4 and Claims, e.g. claims 1 , 9, 
20). Ledbetter et al. provide an Example of culturing for three days (page 6, last paragraph) and teaches 
preparing cells for adoptive immunotherapy (page 4, Therapy). 

Ledbetter et al. (EP0440373) differ from the claimed methods by not exemplifying combining anti-CD28 
and anti-CDS-antibGuieS'Gri the sarrie^plate;^ it is clear that Ledbetter et al. do teach combining 

both specificities to stimulate T cells and to immobilize both antibodies on plastic surfaces. 

Note that in the section on Crosslinking (page 4), Ledbetter et al. (EP0440373) teach alternative 
methods off accomplishing activation via anti-CD28 antibodies, including crosslinking by secondary 
antibodies, aggregating by homoconjugates or aggregating by immobilized antibodies. 

Note that Ledbetter et al. (EP0440373) teach that immobilized anti-CD3 antibodies may be added with 
the anti-CD28 antibodies to the lymphocytes in vitro to achieve induction of cytolytic activity in the 
lymphocytes (see page 4, paragraph 4, particularly, lines 40-43 and Claims 1, 9 and 20). Also it is noted 
that product claims recite cytolytic lymphocytes obtainable by a process exposure to both anti-CD28 
antibodies and anti-CD3 antibodies, wherein the antibodies are immobilized as well (e.g. claims 49-50, 54). 

Therefore, in contrast to applicant's assertions, Ledbetter et al. (EP0440373) is not limited CD3- 
independent activation of lymphocytes. 

Applicant asserts that Ledbetter et al. (EP0440373) do not teach a methods of stimulating a population 
of T cells to proliferate but that Ledbetter et al. is limited to stimulating cytotoxic activity. 

In contrast to applicant's assertions, there is no manipulative difference between the prior art methods 
and the claimed invention. The induction of cytotoxic lymphocytes involved activation , cytokine 
production, blast transformation, DNA synthesis and cell proliferation. Costimulation via CD28 leads to 
effective proliferation of cytotoxic lymphocytes. 

Also, it is noted that Ledbetter et al. ('902) do teach stimulating T cells with the combination of 
antibodies to CD3 and anti-CD28 antibodies (e.g. 9.3) in order stimulate T cell populations and 
subpopulations and reinfused in patients (e.g. see columns 15-16) (see entire document, including 
Detailed Description of the Invention and Examples). The Detailed Description of the Invention provides 
numerous teachings that these cell populations have increased signal transduction, which can be 
measured by various known assays. 
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Applicant asserts that Change et al. Does not remedy the deficiencies of the two Ledbetter patents and 
asserts that there is no teaching or suggestion in Chang that would motivate an ordinary skilled artisan to 
select antibodies that bind CDS and antibodies that bind CD28 among the laundry list of antibodies which 
are taught to be useful for activating T cells in vivo. 

Applicant asserts that Chang teaches away from an in vitro method of activating T cells by teaching a 
major concern with in vitro regimens. 

In further support of the teachings of Ledbetter et al. ('902), Chang provides a clear teaching of 
combining the particular CD3 and"CD28^speeiiieitieSrby4eaGhJn.g.t^^^^ of microbeads and cross-linking 
by well-established manner (columns 7-8) in cross-linking anti-CD3 and anti-CD28 antibodies on 
microbeads to activate T cells in vivo (see entire document, including Summary of the Invention and 
Detailed Description of the Invention). 

Although it is noted that Chang focuses on the in vivo administration of stimulating immunoconjugates; 
Chang clearly that it was known to stimulate T cells in vitro via immobilized stimuli (see Background of the 
Invention). Further, both Ledbetter et al. References teach stimulating T cells for adoptive immunotherapy 
via CD3 and CD28 stimulation. 

In contrast to applicant's attempts to draw conclusions about the opposite effects between anti-CD3 
antibodies in vivo and in vitro, it is noted that the inhibitory effects of anti-CD3 / 0KT3 in vivo are 
associated with soluble anti-CD3 antibodies, while the stimulatory effects of anti-CD3 / 0KT3 has been 
long established with cross-linked or immobilized anti-CD3 / 0KT3. Such differences have been long 
known and established in the art at the time the invention was made. 

Again in response to applicant's assertions concerning monitoring cell proliferation and as noted 
previously, it was an art known practice to monitor cell proliferation of interest, including cell size and cell 
markers at the time the invention was made; as such criteria were known parameters of cell activation. 
Also, it was common practice at the time the^ invention was made to re-activate and re-stimulate cells to 
maintain proliferation and expansion of cell populations of interest at the time the invention was made. 
Here, both Ledbetter et al. references teach methods of preparing cells for adoptive immunotherapy, which 
required large numbers of cells resulting from multiple stimulation. Therefore, one of ordinary art at the 
time the invention was made would have expected to monitor the proliferation of said T cells by various 
parameters and to re-stimulate T cells undergoing expansion to achieve large number of cells of interest. 
It is noted that applicant has not seasonally traversed this aspect of the rejections of record. Also, it is 
noted that Ledbetter (U.S. Patent No. 6,010,902) teach various assays and procedures to monitor the 
cells such as cell sorting, immunofluorescence, cell cycle as well as functional assays (see Detailed 
Description of the Invention). 
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One of ordinary skill in the art at the time the invention was made would have been motivated to 
stimulate T cell activation with both CD3-/CD28-specific antibodies, including covalently linking both stimuli 
to the same solid phase surface, to increase T cell proliferation and numbers of T cells of interest for 
various purposes, such as T cell studies and adoptive immunotherapy. One of ordinary skill in the art at the 
time the invention was made would have been motivated to provide immobilized CDS and CD28 signaling 
simultaneously on the same plate as an efficient means to stimulate T cells over extended periods of times 
to grow T cells of interest, including growing large numbers of T cells for adoptive immunotherapy in the 
treatment of certain diseases and conditions, as taught by the Ledbetter et al. references. The ordinary 
artisan was motivated to monitor the activation of T cells by the known practices of monitoring cell size and 
cell surface markers to measure said T eell-activatiGn-at^heiime the invention was made. To achieve 
large numbers of cells or maintain activated T cells, it was routinely practiced by the ordinary artisan atTne 
time the invention was made to re-stimulate or re-activated T cells with the appropriate stimuli. From the 
teachings of the references, it was apparent that one of ordinary skill in the art would have had a 
reasonable expectation of success in producing the claimed invention. Therefore, the invention as a whole 
was prima facie obvious to one of ordinary skill in the art at the time the invention was made, as evidenced 
by the references, especially in the absence of evidence to the contrary 

. From the teachings of the references, it was apparent that one of ordinary skill in the art would have 
had a reasonable expectation of success in producing the claimed invention. Therefore, the invention as a 
whole was prima facie obvious to one of ordinary skill in the art at the time the invention was made, as 
evidenced by the references, especially in the absence of evidence to the contrary. 

Applicant's arguments are not found persuasive. 

6. Claims 50, 53 and 57-58 are provisionally rejected under the judicially created doctrine of obviousness- 
type double patenting as being unpatentable over 

copending claims of commonly assigned copending USSN 08/253,964; 

copending claims of commonly assigned copending USSN 08/592,711; 

copending claims of commonly assigned copending USSN 09/183,055; 

copending claims of commonly assigned copending USSN 09/349,915; and 

Copending claims of commonly assigned copending USSN 09/553,865. 

Although the conflicting claims are not identical, they are not patentably distinct from each other 
because the instant and copending claims appear to rely upon the same or nearly the same method steps 
and ingredients, particularly the use of anti-CD3 and anti-CD28 antibodies to stimulate and expand T cells. 

This is a prows/ona/ obviousness-type double patenting rejection because the conflicting claims have 
not in fact been patented. 



Applicant's amendment, filed 5/5/03 (Paper No. 20), notes that a terminal disclaimer may be filed when 
allowable subject matter is indicated. 



